wo 2005/066201 Al 



1 IDilillllllDllillBlillllilllDliiPIIII 



(57) 

SDSECPLLCF.VWILK,SDSECPLLPRQGTGSLH,IDCEGPLLEAKCPSFPLWPQG 
REERQ, SDSECPLLLNGTNTSSRFESINCVFLSTEEGC ^ JlPI^^Sfc. ^Is^^^Bj^iE'^/l" 



wo 2005/066201 PCT/CN2004/001362 

m%m.^' mm^-^mnmm 25%. m^fkm^=f-^m:^mim.. m^^-^mf 



wo 2005/066201 



PCT/CN2004/001362 



SDSECPLLPRQGTGSLH. 
IDCECPLLEAKCPSFPLWPQGREERQ. 

/A±^ m m m m m m ^ m ^ ^ m n m n. m m m m 

SDSECPLLLNGTNTSSRFESINCyFLSTEEGC » 

SPSECPLLCEVWILK M^^^t (SDSECPLLCEVWTLK) Aco 

SDSECPLLPRQGTGSLHMMj!fe^t^:J^: (SDSECPLLPRQGTGSLH) Ac. 

IDCECPLLEAKCPSFPLWPQGREERQ tjfy M ^ ^ W ^ ': 

(IDCECPLLEAKCPSFPLWPQGREERQ) Ac, 

SDSECPLLLNGTNTSSRFESINCVFLSTEEGG ^ W. ^ ^ ^ 

( SDSECPLLLNGTNTSSRFESINCVFLSTEEGC ) Acb 

mm^^^ 0.Rmj^mm^ m^m^m^^ m^m^m:>r ^m'^m^^m'^m:^m 

RNA, mjsmm RT-pcR -^^mm cdna, cdna }^m^mmmmm 

^^mm'p±Mmm)^^o mm pcr ^^i^m cdna xmm^mhk ihrna '=¥mmm 
m'^M^mmm^^mm, mT^mmm^mn^m, mvEmnmmBm%^js, mm 



wo 2005/066201 



PCT/CN2004/001362 



berezovskii Flerov) 0TJ^^^^6t)^;^p"n, ^■^^^m.'^mm^m.MM , iSffl^KF 

m 3 l^-^f&^Sk SDSECPLLCEVWILK WMit^^lf H; 

m 4 SDSECPLLPRQGTGSLH e^jMi^^fra ; 

m 5 ^-a-^^lfe IDCECPLLEAKCPSFPLWPQGREERQ &iMM^^ W ; 

S 6 ^^M^Sk SDSECPLLLNGTNTSSRFESINCVFLSTEEGC fitlMlt^^a. 

JES (1-6) 

-^'ts^jB'^l.^WL. ffl 0.22umig^il^o j^^f Tricine SDS-PAGE Fbi^^c, ffc^ac^^^ 



wo 2005/066201 



PCT/CN2004/001362 



^*Ff . feitfe^t, Superdex Peptide Hr 10/30(Pharmacia), ffl ddH20 2 
200 11 L #iPn±tiE, ^ ddHzO iJfeflfe 1.5 O.Sinl/mino 

2: ^jeiil#2; 3: ^JfeflfeUt 3, 4: ifeJlftH^ 4), iP^^'^BJ, iii^T*l5@W 4 

^—^^ (jES2o 1, 2: ^^#\a; M: m^^i'Mmm) ^^m.mmBmmo 

2. HPLC 

Mmmmmmi^m,^m^mmmmf^m (hplo ^rr, iit-^i^^i^^'^'fi^i^ta' 
4. «aj^^j6<i5^# 

mn cDNA RTffl^^ij^ cDNA i^^^sgi^jffl pcR :^mmn i 6«jsej* 

SDSECPLLCEVWBLK 
SDSECPLLPRQGTGSLH 



wo 2005/066201 



PCT/CN2004/001362 



IDCECPLLEAKCPSFPLWPQGREERQ 
SDSECPLLLNGTNTSSRFESINCVFLSTEEGC 

ECPLL, ^^±^^skmmmMm 3ovoU±mmm0skmmwM'n^0tmsiLmn 
mwi^ , mia ±i&m — ^^n sdsecpllcevwilk ^ m 
sDSECPLLPRQGTGSLH:tra, —i^^n.mmmmmimyjm.M7-mm^im53Vo 

WM^B^Mi^'n 47%fi<j;H-(!Ui4. m~^^M SDSECPLLCEVWILK ^ 
M=^f¥M roCECPLLEAKCPSFPLWPQGREERQ :tmtfy^mM^M^, M'^'M^ 
^Vi^SSVo, MM^^^^T^i,^ 31Vo. :||-^S^J^^!J SDSECPLLCEVWILK -^^0^ 
J¥M SDSECPLLLNGTNTSSRFESINCV FLSTEEGC Z^BmU^M^W^, 

mik^mmmmm^ m^mmm-:^mm-^f^m, mm-kmm'Mn io-i5%o ±mm 

(SDSECPLLCEVWILK)Ac 
(SDSECPLLPRQGTGSLH)Ac 
(IDCECPLLEAKCPSFPLWPQGREERQ)Ac 
(SDSECPLLLNGTNTSSRFESINCVFLSTEEGC)Ac 

(1) ^m^m^kmrnm — zLW^mw^^m^^mmm-. 

m^m TBS m^mmm^^m, mmmM^-. loo^g/kgc m^m^, #iSiJt:-¥^^# 

(2) ij?n mwm^^wL^m'S^m. 

cm^m, Sigma ^wj) m^&^^^i^m^mm^w\^^m^mm^&^mmmi^&^m 



wo 2005/066201 



PCT/CN2004/001362 



JijSc^:t##S^6tJ«I$!li*t^ffi^W^J8ilH^ (IL-6. TNF-a. IFN-v) fi^^ffio MJ., 



10 



70. 00 
60. 00 
Q 50.00 
^ 40. 00 
CO 30.00 
^ 20.00 
10. 00 
0. 00 



58. 10 



19.99 



21.98 



• 4:20 2.26 



LPS LPS+KC L M 



/jN^^gc 2Smg/KQ mmmWMm LPSCSigiiia)O.S/lNBtfT . Kim^ 5 m: (1) KB145?*mai(LPS>, 
ISfiSaM^aSb/K; (2) PHttJ(*Ma<LPS+H.C), «2.Smg«CgifijMJKJ^aitMttiHrWaS (3) « 

iiitfajftimffl (L), Sc 2S|igrtcg^ifasjKi6^iM; (4) ?si4ijsc4'iir!i«:^ (M). -mso^is/KgmMmm 





4. 50 




4. 00 


9 


3. 50 




3.00 






C 


2. 50 






>• 


2.00 


1 


1.50 




1.00 




0. 50 




0. 00 



4. 00 


















!! 


I. 00 















1.38 1.38 



0. 74- 



QJ 



LPS LPS+H.C L 



M 



^mt^ 2.smgrKgmmmmrmmmfHmm (.Sigma) .0.5 ^mjr,, mm^^sm-. w m^Mm 
m (LPS), m)i^.mt±m&7K; (2) mnMmm. (lps+blo, mi.smgfKgm^mmt^MM.i^'^ 
15 ft<i<&; (3) mmikim&mciu^, m isii^mmmm^-. (4) mmsk^mMmm). m song/Kg 
MMmB^M', (5) mimmm&m. (h), j^iooMg^^j&iejii^^M; 2 /j>BtfT elisa &m 

ai/|>BlJ4lJ^4' IFN-y W-g-*. 



wo 2005/066201 



PCT/CN2004/001362 



(3) :kumm^^j}im^: ^^mmM-nTmm^wm^M^m^mmmm. 
nm'fy^mmmmmmmmm^tmm^&ii^mmm^o m Freund' s ^±^m 
(FCA) &[^tm±m.:^ms^mjB, ^^mmm^^^iitm^m, mm^±i^M^i& 

wn^it. m^^m^m^ ^istai^wi <.-m. -f^f^m i8o+20g. 

^^^'^'^ll^Mt!!^ C^JtJMS'^^iiE-t: 0000830, 0000858), 

(4) ^,iitt«ttT5i:i& 

^m^^^n NiH Mmmm^bmmi^^vE^- 2002A022), mm^^, wm. 2o-22g, 

LD«,>5mg/kg, i^aj#p°n^Kj^^'l4iU.. 

(5) m^.14i^3fes 



wo 2005/066201 



PCT/CN2004/001362 



^ m w ^ 

u —^j^m-^^m^f&ii-^^nmumsmn sdsecpllcevwilk R^mmm. 

(SDSECPLLCEVWILK) Ac. 

2^ — #B#fl<JW3^^:$)-4'^#6<JiCSm;f SDSECPLLPRQGTGSLH R^BM^ 
(SDSECPLLPRQGTGSLH) Ac. 

IDCECPLLEAKCPSFPLWPQGREERQ R ^ m M ^ 

(IDCECPLLEAKCPSFPLWPQGREERQ) Ac. 

4 . - n m m m m ^ ^ ^ m m m m. m m B 

SDSECPLLLNGTNTSSRFESINCVFLSTEEGC R ^ m M ^ 
( SDSECPLLLNGTNTSSRFESINCVFLSTEEGC ) Ac , 

mmmmnR-imm^o 

6> isim^^ K 2. 3> 4^ 5 r^m^ummmMRmmmmif^^m^mmm^^mi 



8 



wo 2005/066201 PCT/CN2004/001362 

1/6 





wo 2005/066201 



2/6 



PCT/CN2004/001362 



to 
n 

o 

& 



5 



15 



i 

X 



3 S 



wo 2005/066201 



3/6 



PCT/CN2004/001362 



1 



3 



S 9 



S S 9 



wo 2005/066201 



4/6 



PCT/CN2004/001362 



of 



» 
a. 



u 



i 

o 



3 



I 8: ^ 

i^isiiaiiii « 



— r- 



wo 2005/066201 PCT/GN2004/001362 



5/6 



2 



o 
in 
o 



a 

a. 
& 



5 



CO 



i 



— I — 

s 



8 



T 



5 R 



1 



i 



CD 



wo 2005/066201 PCT/CN2004/001362 



6/6 



— i— 



I 



— — — . 



•w 





-> 















I 



INTERNATIONAL SEARCH REPORT 



Memational application No. 

PGT/CN2004/001362 



A. CLASSIFICATION OF SUBJECTMATTER 

IPC' C07K7/08,C07K14/47^61P29/00. A61P37/06 
According to International Patent Classification (IPC) or to both naticmal classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC'C07K^61P 



Documentation searched o&er than nunimum documentation to the extent that such documents are included in the fields seaidied 



Electronic data base consulted during the infemational search (name of data base and, where practicable; seardi terms used) 
CNKI, CPRS» BAf WPI> EPODOC. PAJ« GENBANK: imskjPq>tide»pioteh3,infiaiiiination,iiix^^ 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 
A 



Citation of document, with indication, wliere appropriate, of the relevant passages 
ACTAZOOLOGICA SINICA. Vol38, Nb.3 Septl992jjU Xue-mei et ai. "STUDIES ON 
THE ANTCNFLAMMATORY PROTEIN OF MUSKLLISOLATION, PURIFICATION AND 
PROPERTIES", page 302-308,the whole document 

Acta Pharmaceutica Smica,1988;23(6), Zhu Xiuyuan et al. "THE PHARMACOLOGICAL 
ACTIVITIES OF MUSK U. THE ANTI-INFLAMMATORY ACHVITY OF,THE ACTIVE 
COMPONENTS OF MUSK", page 406-410,the vfhole document 
Chinese Journal of Pathophysiology 2002,1 8(10),XIAO (2ing-zhong et al. **Adult rat and 
human bone marrow nfiesenchymal stem cells differentiate into meunms with Musk's 



Relevant to claim Na 
1^7 



1-7 



1-7 



^ Further documents are listed in the continuation of Box C. O See patent fainilyaimex. 



* Special categories of cited documents: 

"A" document defining the general state of the art which^is iiot 
considored to be of particular relevance 

'IS'* earlier supplication or patent but published pii or after the 

international fihng date 

"L" document which may throw doubts on priority claim (S) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

*'0** document referring to an oral disclosure, use, exhibition or 
other means 

•*P" document published prior to the international filing date 
but later than the priority date claimed 



"T* later docunKsit published ato- the internaticmal filing date 
or priority, date and not in conflict with the plication but 
cited to understand the principle or theory underlying the 
invention 

"X^ document of particular releyance; the claimed invention 
cannot be ccmsidered novel or cannot be considered to involve 
an inventive step when the document is taken alone 

'^Y*' document of particular relevance; the claimed invention 
cannot be considered to involve an inyentive step when the 
document is combined with one or more other such 
documents, such combinatipn being obvious to a person 
skilled.in &e art 



Date of the actual completion of the international search 
25.Feb,2005(25.02,2005) 


Date of mailing of the intemational search report 

17 vllAR20G5a 7 - 0 3 .200K^ 


Kame and mailing address of the ISA/ 

6 Xitucheng Rd., Jimen Bridge, Haidian District, 

100088 Beijing, China 
Facsimile No. (86-10)62019451 


Autiidrized o£Eicer 

TANGHui 
Telephone No. (86-10)62085074 


11 . 





Form PCT/ISA /21 0 (second sheet) (January 2004) 



6 



INTERNATIONAL SEARCH REPORT 



international ^plication l^o. 

PCT/CN2004/001362 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, witb indication, where ^jpropriate, of the relevant passages 



Relevant to claim No. 



polypeptide", page 1 179-1 1 82,thc whole document 

Chinese TVaditional Medicine,! 998 Vol.29 No.5,>^g Wenjie et al. "Effect of Musk 
on Certain Functions of Rat Neutrophil Activated by PAF /n vttnT, page 322-324,the 
Whole document 

ACTA ACADEMIAE MEDICINAB SINICAS, June 1997,VoLi9,No.3, Wang Wenjie et al. 
"Effects of the Glucoprotdn-Component of MuskonfOie Functton of Rat Polymorphonuclear 
Leukocytes Activated by fMLP m viiro*\ Page 222r226fixB whole docuiiienit 
China Journal of Chinese Materia Medica,1998,VoV23 >ro.4,Waiig Wenjie et al. *^ffects 
of the Glucoproteiii Conqxment of Musk on Functions of Rat Pdlynibrphdn uclear Leukocytes 
Activated by LTB^ in vitro". Page 238-241, the whole document 
China Journal of Chinese Materia Medica, Dec.,2000,Vol.25,No.l2,Wang Wenjie et al. 
''Effects of Musk Glucoprotein on PAF Production and CytosoHc Ca**Level in Rat 
Polymorphonuclear Leukocytes in VitiQ**,Page733-736^die ^ole document 
China Journal of Chinese Materia Medica Jan.,2001 ,Vo1.26;No. l,Wang Wenjie et at. 
"Effects of Musk Glucoprotein on tiie Function of Rat Pplymoiphon Uclear Leukocytes 
Activated by IL-8 in Vitro", Page S0^52,1he whole document 

China Jouimal of Chmese Materia Medica , jah.,20p3,yol.28 No.l,Wiang Woijie et al. 
"Effects of Mask Glucorotein on Chemotaxis of Polymoiphon uclear Loikocytes in vivo 
and in vitro", page 59-^2,the whole document 

China Tumor ainic,1998,Vol^,No.n,Meng 23iaohua et al. **Impact of Subcutaneosly 
Embedded Musk on the Growth of "Bransplanted IXmior in Pure-bred Rats'*, Page 834-836 
The whole document 



1-7 



1-7 



1-7 



1-7 



1-7 



1-7 



1-7 



Form PCT/ISA/21 0 (continuation of second sheet ) (Januaiy 2004) 



